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CLAIMS 



1 . A compound of formula (I) 




5 R represents halogen, alkyi, cyano, C1-4 alkoxy, trifluoromethyl or trifluoromethoxy; 
Rl represents hydrogen, halogen, Cs^ycycloalkyl, hydroxy, nitre, cyano or C-|^ alkyI 
optionally substituted by halogen, cyano or C-|^ alkoxy; 
R2 represents hydrogen or aikyi; 

R3 and R4 independently represent hydrogen, cyano, alkyI or R3 together with R4 
10 represents C3-7 cycloalkyi; 

R5 represents trifluoromethyl, S(0)t C 1^ alkyI, C-i^ alkyl. C^^ alkoxy, trifluoromethoxy, 
halogen or cyano; 

Rs represents hydrogen or (CH2)rR7; 

R7 represents hydrogen, C3.7 cycloalkyi, NH(Ci^alkylOCi ^alkoxy), NH(C-i^alkyl), 
15 N(Ci^alkyl)2 , OC(0)NR9R8 , NR8C(0)5R9 or C(0)NR9R8; 

Rg and Rg independently represent hydrogen, Ci^ alkyl or C3.7 cycloalkyi; 

m represents zero or an integer from 1 to 4; 

n represents 1 or 2; 

p is zero or an integer from 1 to 3; 
20 q is an Integer from 1 to 3; 

r is an integer from 1 to 4; 

tls0,1or2; 

provided that when m is 0, p is 2, q , r and n represent 1, Ri, R2»R3» R4» ^5 ^7 are 
hydrogen and R is chlorine, R5 is not iodine; 
25 and pharmaceutically acceptable salts and solvates thereof. 

2 A compound as claimed in claim 1 wherein R is halogen (e.g. fluorine or chlorine), 
cyano, trifluoromethyl or a Ci_4 alkyl (e.g. methyl) group and p is 0 or an integer from 1 to 
2. 

30 
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3. A compound as claimed In claims 1 or 2 wherein R5 is trifluoromethyl, c^ano. 
methyl or halogen and q is an integer from 1 to 2. 

4. A compound as claimed in any claims 1 to 3 wherein Rq is hydrogen or 
5 {CH2)rR7 in which r is 1 or 2 and R7 is hydrogen, cyclopropyl, C(0)N(C 1^ alkyl)2 , 

C(0)NH(C alkyi) or C 1^ alkoxy. 

5. A compound as claimed in any claims 1 to 4 wherein R is C^^alkyl , halogen (i.e 
chlorine or fluorine), trifluoromethyl or cyano; Ri Is hydrogen, methyl, ethyl or halogen 

10 (e.g. fluorine), R2 is a methyl or hydrogen, R3 and R4 are independently hydrogen or 
methyl, R5 is trifluoromethyl, cyano, methyl, chlorine, bromine or fluorine, Re hydrogen, 
methyl, ethyl methylcyclopropyl (CH2)2C>CH3 or CH2C(0)N(CH3)2, p is 0 or an Integer 
from 1 to 2, m Is 0 or 1, n is 1 or 2, q Is 1 or 2. 

15 6. A compound as claimed In any daims 1 to 5 wherein m Is 1 . 

7. A compound selected from: 

N-(3,5-Dichlbrobenzyl)-2-[4-(4-fluorophenyl)-'piperidin-4-yll-N-methyl-acetamide; 
N-(3,5-Dichlorobenzyl)-2-[3-fluoro-4-(4-fluorophenyl)-plperidin-4-yO-N-methyl-aceta ; 
^ 20 4-(4-Fluorophenyl)-piperidine-4-carboxylic acid, (3,5-bis-trffluoromethyl-ben2yl)- 
methylamide; 

4-(4-Chlorophenyl)-piperidine-4-carboxyKc acid, (3,5-bis-trifluoromethyl-benzyl)- 
methylamide; 

4-(4-Fluorophenyl)-piperidine-4-carboxylic acid (3,5-dichloro-benzyl)-methylamide; 
25 N-(3,5-Bis-trifluoromethyl)-benzyl-2-I(4-fluoro-2-methyl-pheny^ 
acetamide; 

N-(3,5-DlchIorobenzyl)-2-[4-(4-fluoro-2HT)ethyl-phenylVpi^ 

N-(3,5-Bls-trinuoromethyl-ben2yl)-2-[4-(4-fluorophenyl>azep^ 

N-(3,5-Bis-trffluorornethyl4)enzyl)-244-(4-fluoro-2-meth^^^ 

30 acetamide; 

N-(3,5-Dlchloroben2yl)-2-[4-(4-fluoro-2-nrtethyl-phenyl)-az^ 

N-(3.5-Bls-trifluoromethyl-ben2yl)-2-[3-fluoro-4-(4-fluo^^ 

methyl-acetahiide; 

N-(3,5-Dichlorobenzyl)-2-[3-fluoro-4-(4-fluoro-2"methyl-phenyl)^ 
35 acetamide; 

N-(3,5-Dichlorobenzyl)-2"[3-fluoro-4-(4-fluoro-2-methyl-phenyl)-azepin-4-^^^ 
acetamide; 
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N-(3,5-Bis-trmuoromethyl-benzyl)-2-[3-f!uoro-4-(4-fluorc^^ 
methyl-acetamide; 

N-(3,5-Dlbromobenzyl)-2-[4-(4-fluorophenyl)-piperidin-4-yl]-N~met^ 
N-(3,5-Dibromo-benzyl)-2-[4-(4-fluoro-phenyl)-1-methyl-piperidi^ 
5 acetamlde; 

N-(3,5-Dibromobenzyl)-2-(4-phenyl-piperidin-4-yl)-N-methyl-acetamide; 
N-(3,5-Dibrom(>ben2yl)-2-(4-phenyM-methyl-piperidin-4-y^ 
N-[1-(3,5-Dichloro-phenyl)-ethyQ-2-[4-(4-fluoro-phenyl)-piperid^ 
acetamide; 

1 0 N-[1 -(3.5-Dichlorophenyl)-ethyI]-2-[4-(4-fluorophenyl)-1 -methyl-piperidln-4-yll-N-methyl- 
acetamide; 

N41-(3,5-Bls-trifluoromethyl-phenyl)-ethyO-2-[4-(4-fl 
acetamide; 

N-IH3,5-Bis-rmuoromethyl-phenyl)-ethyO-2-[4-(4-flu^^^ 
1 5 N-methyl-acetamlde; 

N^[1-(3,5-D^bromo-phenyl)-ethya-2-[4-(4-fIuoro-pheny^ 

acetamide; 

N41-(3,5-Dibromo-phenyl)-ethyl]-244-(4-fluoro-phenyl)-1-met 
acetamide; 

20 N-[1-(3.5-Bis-trmuoromethyl-phenyl)-ethylh2-(4-phenyl-pip 
acetamide; 

N-[1 -(3,5- Bis-trifluoromethyl-phenyl)-ethyll-2-(4-phenyl-1 -methyl-piperidin"4-yl)-N-methyl- 
acetamide; 

N-[1-(3,5-Dibromo-phenyl)-ethyl]-2-(4-plienyl-piperidin-4-yl)-N-methyl-^ 
25 N-[1 -(3,5-Dibromo-phenyl)-etliyl]-2-(4-phenyH -methyl-piperidin-4-yl)-N-methyl- 
acetamide; 

N-I1-(3,5-Dlbromo-phenyl)-ethyll-2-[4-(4-fluoro-phenyl)-piperidin-^^ 
acetamide; 

N41-(3,5-Dibromo-phenyl)-ethyO-2-I4-(4-fluoro-phenyl)-1-methyl-^^^^ 

30 acetamide; 

Af-[(3,5-Dichlorophenyl)methyQ-2-^4-(4-fluoro-2-methylpheny^^ 

piperidinyl}-A^methylacetamlde; 

AK1-[3,5-Bis(trffluoromethyl)phenyQethyl^2^4-(4-fIuoro-2-^^ 
methylacetamide; 

35 A^[(3,5-Dibromophenyl)methya-2-[4-(4-fluoro-2-methylphenyl>^ 
methylacetamide; 
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A/-^[3,5-Bis(trifluoromethyl)phenyQmethylh2-[4-(4-fIuoro-2-methylphenyl)-1-me^^^ 
piperidinyQ-N-methylacetamide; 

A/-[(3,5-Dichlorophenyl)methyl]-2-[4-(4-fluorcH2-methylphenyl)-1-memyl-4-p^ 
methylacetamide; 

5 N^[3,5-Bis(trifluoromethyl)phenyqmethyl}-2-[4-(4-fIuoro-2-methylphenyl)-4- 
piperldinyl]acetamlde; 

/\K[3,5-Bis(trffluoromethyl)phenyI]methyl^2-[4-(4-fluoro-2-methylphenyl)-1-^ 
piperidinyQacetamide; 

/V^[(3,5-Dibromophenyl)methyl]-2-l4-(4-fluorc>-2-memylphenyl)-1-methyl-4-plperidlnyn-A^ 

10 methylacetamide; 

A/-[(3,5-Dibromophenyl)methyO-A^methy1-2-[4K2Hiiethylphenyl)-4-piperidiny^ 

/S^[(3.5-Djbromophenyl)methyll-W-methyl-2-IlHnriethyl-4-(2Hmethylphenyl^ 
piperidinyQacetamide; 

/\l^[(3.5-DlchIorophenyl)methyn-2-[4-(4-fluorophenyl>1-methyl-4-piper!dinylh/V- 

15 methylacetamide; 

/V-^3,5-Bis(trifluoromethyOphenyOmethyi}-2-[4-(4-fluorophenyl)-lHTiethyl-4-piperi^ 

methylacetamide; 

AK1-(3,5-Dibromophenyl)-lHmethylethyll-2-[4-(4-fluorophenyi)-4-piperidinyll-W^ 
methylacetamide; 

20 W-[l-(3.5-Dibromophenyl)-1-methylethyq-2-l4-(4-fluorophenyl)-1-methyi-4-piperidinyll-W- 
methylacetamide; 

N-[1-(3,5-Bis-tiifluoromethyl-phenyl)-ethyll-2-[4-(4-fluoro-phenyl)-piperidin-4-yl]-N-methyl- 
acetamide ; 

N-[1K3.5-Bis-trifluoromethyl-phenyl)-ethyO-2-[4-(4-fluoro-phenyl)-1-methyl-piperidln-4-yl]- 

25 N-methyl-acetamide; 

2-[l-(CydopropylmethyI)-4-(4-fiuorophenyI)-4-piperidinyll-A^[(3,5<Jibromophenyl)^^ 

Af-methyiacetamide; 

2.[4-{2^[(3,5-Dlbromophenyl)methyQ(methyl)amlnoh2-<>xoethyl}-4-(4-fluorophen 

piperidinyQ-iV.AMimethylaoetamide; 
30 A4(3,5-Dibromophenyl)methyO-2-[1-ethyl-4-(4-fluorophenyl)-4-piperidinyl]-A^ 

methylacetamide; 

WKH3,5-Bls(trmuoromethyl)phenyaethylh2-I4-(4-fluorophenyl)hexahydro-1^^ 
AMnethyiacetamlde; 

AKH3,5-Bls(trffluoromethyl)phenyQethyl^244-(4-fluorophenyl)-1-mettiyihexahydro-1H- 

35 azepin-4-yl]-A/-methylacetamide: 

A/^[(3,5-Dibromophenyl)methyll-2-[4-(4-fluorophenyl)hexahydro-1H-azepln-4-yll-N- 

methyiacetamide; 
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A/-[(3,5-Dibromophenyl)methyl]-2-[4-(4-fIuorophenyl)-1-methylh 
/V-methylacetamide; 

A/-[(3-Bromo-5-cyanophenyl)methyl]-2-[4-(4-fluorophenyl)-4-piperid 
methylacetamide; 

5 A^[(3-Bromo-5-cyanophenyl)methyl]-2-[4-(4-fluorophenyl)-1-meth^^ 
methylacetamide; 

A/-[(3,5-Dibromophenyl)methyQ-A^methyl-2^4-[3-(trifluoromethyl)phenyl]-4- 
piperidinyl}acetamide; 

A/-[(3,5-Dibromophenyl)methyl]-A/-methyl-2-{1-methyl-4-[3-(tri^ 
1 0 piperidinyl}acetamide; 

A^[(3,5-Dibromophenyl)methyl]-2-[4«(3,4KlimethylphenylH^ 
methylacetamtde; 

-(3,5-Dibromophenyl)ethyl]-2-[4-(3-fluorophenyl)-1 -methyl-4^ 
methylacetamide; 

1 5 A/-[1 -(3,5-Dibromophenyl)ethyQ-2-[4-(4-fluoro*3-methylphenyl)-4-piperidinyQ-N^ 
methylacetamide; 

W-[1-(3,5-Dibromophenyl)ethyO-2-[4-(4-fluoro-3-methylph^ 
methylacetamide; 

2-[4-(3-Chlorophenyl)-4-piperidinyn-A/-[1-(3,5<libromophenyl)ethyQ-A/-methylace^ 
20 A/-[1-(3,5-Dibromophenyl)ethyl]-244-(3,4<llfluorophenylH-P>peridlnyl]^ 
methylacetamide; 

A/-[1-(3,5-Dlbromophenyl)ethyO-2-[4-(3,4-difluorophenyl)-1-methyl-4-pipen^ 
methylacetamide; 

A/-[1-{3,5-Dibromophenyl)ethyO-2-[4-(3-fluorophenyl)-4-piperidinyO-A/-methylacetam ; 
25 N-H -(3,5-Dibromophenyl)ethyl]-2-[4-(3-fluorophenyl)-1 -methyl-4-piperidinyQ-/V- 
methylacetamide; 

A/-I1-(3,5-Dibromophenyl)ethyQ-2-[4-(4-fluoro-3-methylphenyl)-4-piperidln^^^ 
methylacetamide; 

W-(3,5-Dibromophenyl)ethyll-2-[4-(4-fluoro-3-methylphenyl)^ 
30 methylacetamide; 

2-^4-(3-Chlorophenyl)-4-piperidinya-Af-[1-(3,5-dibromopheny^ 

2-[4-(3<;hlorpphenyl)-1-methyl-4-pIperidinyO-A/-[1-^^ 

methylacetamide; 

244-(3-Chl6rophenyl)-4-pjperidinya-W41-(3,5-dichlorophenyl)^^ 
35 2-[4-(3-Chlorophenyl)-1.methyl-4-plperidinyO-W-I1-(3.5Klic^ 
methylacetamide; 

2^4-(3-ChlorophenylH-piperidinyQ-/V-[(3,5-dibromophenyl)^ 
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A^[1-(3,5-Dichlorophenyl)ethyl]-2-[4-(4-fluoro-3"methylph^ 
ethylacetamide; 

A^[(3.5-Dibromophenyl)methyQ-2-[4-(4-fluoro-3-methylphenylH^^ 

methylacetamlde; 
5 N4{3,5-Dibromophenyl)methya-2-I4-(4-fluoro-3-methylphenyl^ 

methylacetamide ; 

N-[(3,5-Dibromophenyl)methyl]-2-[4-(3-fluorophenyl)-4-piperidinyQ-/V-^ 

/V-[(3.5-Dibromophenyl)methyQ-2-[4«(3-fluorophenyl)-1-methyl-4-pip^ 

methylacetamide; 

10 W-[(3,5-Dibromophenyl)methyQ-2-[4-(3,4-difluorophenyl)-4-piperidlnyll-A^^ 
methylacetamide; 

A/-[(3,5-Dibromophenyl)methyl]-2-[4-(3.4Hjifluorophenyl)-1-meihyl-4-pipe 
methylacetamide; 

2-[4-{4-CyanophenylH-piperidlnyq-/Sf-[1-(3,5-dibromophenyl)^^^ 
15 diastereoisomers or enantiomers thereof and pharmaceutlcally acceptable salts (e.g. 
hydrochloride) thereof . 

8 A compound selected from 

[N-(3,5-Dibromo-benzyl)-2-[4-(4-fluoro-phenyl)-1-methyl-piperidln^^^ 

20 acetamide; 

N.[i«(S)-1-(3,5-Bis-trifluoromethyl-phenyl)-ethya-2-[4-(4-fluoro-phen 

4-yl]-N-methyl-acetamide; 

N-[1-(3,5-Dibromo-phenyl)-ethyi]-2-[4-(4-fluoro-phenyl)-1-methyl-piperidin-^^^ 

acetamide (enantiomer 1); 
25 N-[1-(3,5-Dibromo-phenyl)-ethyl]-2-(1-methyl-4-phenyl-piperidln-4-yl)-N-methyl-acetamW^ 

(enantiomer 1); 

N-[H3,5-Dichloro-phenyl)-ethyll-2-[4-(4-fluoro-phenyl)-1-methyl-piperi 
acetamide (enantiomer 1); 

and phamiaceuticaily acceptable salts thereof (e.g. hydrochloride). 

30 

9. A process (A) for the preparation of a compound as claimed in dalm 1 which 
comprises reacting an activated derivative of the carboxylic add of formula (II) wherein Rg 
is a nitrogen protecting group or (CH2)rR7 . with amine (III) 
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wherein R2 is hydrogen, alkyi or a nitrogen protecting group, followed where 

necessary by removal of any nitrogen protecting group; or a process B for the preparation 
of a compound of formula(l) wherein R2 is C 1^ alkyl which comprises the reaction of a 
5 compound of fonnula(la), with (C 1^ alkyl)L wherein L Is a suitable leaving group 
selected from Iodine, bromine. 




10 10. A compound as claimed in any claims 1 to 8 for use in therapy. 

11. The use of a compound as claimed in any claims 1 to 8 in the preparation of a 
medicament for use in the treatment of conditions mediated by tachykinins (including 
substance P and other neurokinins) and/or by selective Inhibition of the serotonin 

1 5 reuptake transporter protein. 

12. The use of a compound as claimed in any claims 1 to 8 in the treatment of 
conditions mediated by tachykinins (Including substance P and other neurokinins) and/or 
by selective Inhibition of the serotonin reuptake transporter protein. 

20 

13. A pharmaceutical composition comprising a compound as claimed in any claims 1 to 
8 in admixture with one or more phanmaceutlcally acceptable cam'ers or excipients. 

14. A method for the treatment of a mammal, including man, in particular in the 
25 treatment of conditions mediated by tachykinins, including substance P and other 
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neurokinins and/or by selective inhibition of tlie serotonin reuptal<e transporter protein 
comprising administration of an effective amount of a compound of fonmuta (I) as claimed 
in any claims 1 to 8. 
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